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AMENDMENT AM) RESPONSE TO OFFICE ACTION 

Remarks 

Rejection Under 35 U.S.C. § 112, first paragraph, enablement 

Claims i -3, 1<>. 29-31 wore rejected muter 35 U.S.C. $ i 12, ilrst paragraph, as not being 
enabled. Applicants rcspeetfulh traverse this rejection to the extent that it is applied to the 
claims as amended. Claim 2 is canceled, and there Kite the rejeclion of claim 2 is moot. 

Claim 1 is amended to clarify that the agent is selected from the group consisting of a j3 
receptor blocker or a compound which inhibits the effect of aldosterone. Basis for the 
amendment is found in the specification as originally ilied. for example the naiagraph bridging 
pages 2 and 3. Claim 3 is amended to depend from claim 1. Claims l f > and 2$-? I also depend 
from claim I . 

I he (warn i tier acknowledges that the method of treating the s>mptoms of cachexia by 
administering a beta blocker or compounds that inhibit the effects of aldosterone is enabled. 
'Chub, elahns. 1, 3. 19 and 29-3 I as amended are enabled and the rejection should be withdrawn. 

Rejection Under 35 U.S.C. §112, first paragraph, written description 

Claims S-4 and 1° were rejected under 35 U.S.C. § U2. first paragraph, as containing 
subieet matter which was not described in the specification in such a way as to reasonably 
eomey to one skilled in the ari thai the inventor bad possession of she claimed invention. 
Applicants respectfully traverse this rejection to the extent that it is applied to the claims as 
amended. 
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The f xaminer concluded that the genus of claim 1 was not supported in the specification 
willi a ^ufHuient mint be r ol species. This rejection is traversed, but in facilitate prosecution and 
without making any admission. Claim ! as amended identifies the agent as a beta receptor 
blocker or a compound that inhibits the effects of aldosterone. 1 he Examiner acknowledges that 
the specification establishes a correlation between both beta blockers and aldosterone antagonists 
and cache via. I huefore claim 1 as amended meets the written description requirement, and the 
rejection should be withdrawn. 

Rejection Under 35 ST.S.C § 112, seennti paragraph 

Claims 3 -4. ! v). and 29-31 were rejected under 35 U.S.C. i? 1 !J. second paragjaph. as 
being indefinite Applicants respectfully traverse this rejection to the extent thai it is applied to 
the claims as amended. Claim 2 is canceled: therefore, the rejection of claim 2 is moot. 

Independent claim 1 as .'intended requires that the agent is selected from a beta receptor 

blocker <.<r a compound that inhibits du effect of aldosterone, fhe Fxaminer selected the pn;\ ions 

claims because the term "s>mpatlictk nervous [system) activity" is indefinite . I he* specification 

allegedly does not describe which sympathetic nervous system aetb its it- being referred to. 

< )nc of Skiff in the Art Would I ,'ndersumd the Meaning and Scope of flic form 
"Sympathetic Nervous S\ \tem Acihi!\ " 

One of ordinary skill in the art would understand the meaning of the term "ssmpathetic 
ncn'ujs system activity" based on the knowledge available at the time the application was filed 
in combination with the guidance provided in the specification as originally hied. As noted w 
the previously submitted 37 C F.R. § 1.152 declarations- one of ordinary skill in the art would be 
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a physician or Ph.H. practicing in the Ik-Id. Such a person would he familiar with texthooks such 
as Anatomy A- Physiology. (Seek-}, Rod. R.. et a!.. ^ h ed.) p. 5M. WBC'McGravs Jlill- New 
York. 3^8). s'agc 53 1, Table 1^,3 of this textbook discloses sympathetic nervous system 
acth it) (t-upy enclosed). Stimulating the sympathetic nervous system results in constriction of 
blood vessel and the release of catecholamines such as epinephrine and norepinephrine, among 
e>ther activities. Thus, one of ordinary skill in the art would understand the meaning and scope of 
the teim "'sympathetic nervous system activity", and the rejection should be withdrawn, 
/'he Specification Identifies Specific Svmpatin tic Xcrvous System Activities 
The specification explicit!) discloses that beta receptor blockers are agents that reduce 
catecholamine levels tp. 5. lines S- 1 1 j. Catecholamines include adrenalin (epinephrine), 
noradeuaiin (norepinephrinV and dopamine (a precuisor molecule for norepinephrine) (p 22, line 
13). r i he specification also discloses that die measurement of catecholamine kneks is the 
pieieiied method for measuring sympathetic nenous system aeth itv (p. 22. line i \ to pane 2 >, 
line 12). 

Vvith regard to compounds that inhibit the effect of aldosterone, the speciJlcatkni 
discloses that aldosterone antagonists may prevent or reduce myocardial and skeletal muscle 
.fibrosis which enables muscle to act more efficiently and thereby pre\ent or reduce the stimulus 
for sympadiUK: nervous system icflex abnormalities (p 14, lines 1 3-17). Tims, the specification 
identifies a sympathetic nenous system activity that is mediated by the claimed agents. In view 
of' die joregoing remarks, the rejection should be withdrawn. 



4S07CK7SJ 



6 



!C1 102 



Filed: July S 7, 2001 

AMENDMENT AND RESS'ONSE TO OFFICE ACTION 

Rejection Under 35 I'.S.C. § 102 

Claims 1-4. l c >. and 2^-3 i were rejected tinder 35 RS.C. § 102(b) as hetntz anticipated by 
RAFFS investigators, "FJieeth cuess ol Spironolactone added to an angiostensin-eonverting 
enzyme inhibitor and a loop diuretic for -e\ere chronic eongesthe heart failure ( ] he 
Randomized Aldaeione F valuation SiuU> | RAFFS]" The American Journal of Cardiology 
7^0i^.u,')7 , lOi^fKAI FS' !. Applicant? respectfully traverse this rejection to tlic* extent ihai it 
is applied to the claims as amended 

As discussed above, independent claim ] is amended to identuX ihe a gen Us as a beta 
receptor bicker or a compound thai inhibits the effects of aldosterone (Maim 4 idemiiies 
spifunolaetune as an aldosterone inhibitor. 

(he Fxaminer rejected the claims as anticipated h\ RAI.FS because RAFFS discloses a 
method of administering spironolactone to potients with se\ere congesfhe heart failure who had 
sy mptoms of eo.ngestbe heart failure classes (1-1V of New York Heart Association Functional 
Classification The bxaminer reasoned that some of the patients might he cachectic given [heir 
dassificatum. \'iore<n cr. the Fxuniiner argue? that there is no way to rule out that some of the 
patients that had N VHA class ll-IV werv not cachectic. Whether an element of the claims might 
be piesent m a reieience or w hcther there is no way to exclude that an element might not be in u 
reference is not the proper standard for rejection claims under 35 1 i.S.C. ^ 102(b). 
KALES Foils; to Expressly Disclose Each Element of the Claims 
"A claim is anticipated onb il each and ever}- element as set forth tn the claim is i'ound, 
either expressly ot inhercmis described, in a single piioi art reference." Icrdegaai Bros v 
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Union Oil Co. of California, 814 F.2d 628. 631. 2 USPQ2d I05L 1053 (Fed. Cir. 1987). The 

Examiner acknowledges that the RALES study did not select cachectic patients per sc. Thus, the 

Examiner concedes that RALES does not expressly disclose each and every element of the 

claims because RALES fails to disclose a method for treating eachecia. In fact, RALES 

discloses that some patients actually lost weight when treated with spironolactone. On page 

904, RALES provides: 

At the da\ 0 and week 4 visits, there were statistically significant 
Jose lubponses \sith respect to chanties from baseline in bodv 
weight: patients in the 7 5 -my dose group of spironolactone therups 
iost more weight than did other patients Tliis dose response was 
not observed at later visits (p 1:0.06). (emphasis added}. 

fhib. contrary to the Examiner's position, RALLS not onl\ fails to disclose treating cachexia, 
RA1 f> discloses thai treatment with 75 mgAj actual!) causes patients with chronic heart failure 
(but vditi dw mil necessarily have cachexia, as discussed further beiou) to lose weight. 
RALES Fails to Inherently Disclose Each Element of the Claims 
1 he Examiner argues that although RAl ES does not express!) disclose ucatiug cachexia, 
there is no wa) to rule out that some oi the patients treated in KALES had cachexia. The 
Examiner appears h- suggest that RALES inherent!} discloses ti eating cachexia because some of 
the patients weie \A HA e!.i.v? II-IV. It is important m note that as provided in the previous 
response, nut all patients with heart failure have cachexia (see page 27. lines 1 5-16: see also 
Hunt, u a).. "AlV AHA guidelines for the evaluation and management of chronic heart failure 
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in the adult, exeeuth c summary" Journal <>} the Amcrk on ( 'oi/e^c uj ( \mlio/ogy 38:7 ( 2 ! 02- 
2 11 3 (2001 ) page 2 f 0>, first column). 

The Court of Appeals for the Federal Circuit has made clear that the iaei that a certain 
ivsull or characteristic may occur or be present in the prior art is not sufficient to establish the 
inherency of that re&uft or characteristic, hire RijtUiert. 9 K.3J 1531, 1534. 28 I'SPQ^d Jt>55. 
1 L} 57 Ued Cir. i°s)3) (revised rejection because inherency was based on what won id result due 
to optimisation of conditions, not what was necessarily present in the prim art); in re (.K j 'hich. 
006 K2d 5 7 i>. 581-82. 212 USPQ 323, 32b (CCPA 1981). " To establish inherency, the extrinsic 
e\ idence 'must make clear that the missing descriptive matter is necessarily present in the thinu 
described in the reference, and ibas it won Li be so recognized b> persons of ordinary .ski]!, 
inherency, however, may not be established b> probabilities ot possibilities, ihe mere fact that a 
certain ming ma\ result from a gh en set of circumstances is not sufficient.' " In rc Rohenson. 
IM I-. hI 74 ^. ^45. 49 CSPQ2d W9. W50-5I <3 r ed. Cir. 1W| (citations omitted). See MP1-P Jj 
21.1.2. 

I be Examiner's rationale for rejecting the claims is based, at least in part, on the 
reasoning that some of the patients in the RAI.hS stud> might be cachectic. This condusi^n j s 
deariy against the holdings of the 1 edcr.it Circuit a^ discussed abme. Moreover, the I-xaminer 
has faded to show that the patients in the RAL1:S stud}- necessarily were cachectic. The mere 
ihet that some of the patients were NVIiA class II-IV does not necessarily mean thai the patients 
were cachectic. Indeed the NY! IA classification does not even mention weight loss or cachexia. 
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1 he N VI IA functional classification classifies the extent of hear! lailiue. and places 

paiienL in one oi lour of the following categories: 

L Ki> symptoms and no limitation in ordinary ph\ steal aeih ity. 
II. Mild symptoms and slight limitation during <-rchnar\ activity. 
Comfortable at rest,: 

III Mailed limitation in aeth it> due to sunptoims.. even during less-than-oi dinars 
activity. 

( om furl able only at tc-n. 
IV. Severe limitations. Fxpenences symptoms e\ en while at rest. 

(See enclosed print uiit from Wikipedia). 1 hus. whether a patient has cachexia or not is 

irrelevant to their NYIIA classification. 

BectiLi.se the patients in RALhN do not neecwariK ha\e cachexia, RALES does not 

inheieijtiv disclose a method for treating cachexia, and the rejection .should he withdrawn. 



Objections to the Specification 
The 1-vytniner objected to the specification because the deletion of Examples 0-9 
allegedly introduces new matter by omission Applicants have filed a Petition to the Director to 
icview the fxaminefs conclusion that the amendments to the specification introduced new 

matter by omission. 

The hxaminer also objected to the drawings alleging that the amended drawings weie not 
labeled "Replacement Shoots". A review of the drawings tiled on April 14. 2006. on PAIR 
shows thai iho drawings were in fact labeled "'Replacement Sheets". Accordingly, the objection 
should he v, ithdrawn To expedite prosecution, Applicants enclose a pbotocop} of the drawings 
submitted on April 14. 200o. Ihe Fxaminer's attention is directed to the label on the top of the 
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sheet. The lasl sentence of the label reads "Replacement Sheet", Applicants respectfully reques 
thai the amendment to the drawings be entered. 



Amendments to the Claims 

Claims 2, 5-9, 51-18, 22-28. and 32-47 are canceled ..without prejudice or disclaimer. 



Allowance of claims 1, 3, 4, 10, 19-21, and 29-31, as amended, is respectfully solicited. 



Respectful ly submitted, 



Patrea L. Pabsi 
Patrca L. Pabst 
Reg. No. 3 1.2 St 

Dale- CMobu- 30. 20Oh 

PABST PA TEN i OROLP LLP 

400 Colons Square. Suite 1200 

1201 Peaehiree Sireet 

Atlanta. Ueoryia 303ol 
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